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^-i^: l/E 



m^m 1 1 

2 1 

^xe 

{a)^^^<D^i^m^izi3n^. mm^ yu'tzT^- a'ii-rj.^y Koss-sojei- 
(c) m^^^<D^i^^i,z is It mmm -o^.u^^v-tT'^-a-^-y^^^-yh (omnimm 

101 

im-^m 1 1 1 
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[0 0 0 1] 
[0 0 0 2] 

>:^v>u±zf^~im-t^mmzi'^mu mmizx:h^)va-x<o^k)^^:^jS:-rl ^ 
>7.^}><7)i^mizx^x. ^i^<Dsfa.mmimm^j:mmizmn^ixx\,^:ho mmmn. '5^^ 
h^-<Dmmi,zX'ox-i>:;^v ><7)i^m^^r-+»iz:^j:^fz^^tLxi,fzib^tL;hmm<oi 

•^XS>^o 
10 0 0 31 

^^'.^^'i*^'^^^^*'^®^^'*'^^^^^ lr^(±lMmM^(Type 1 Diabetes Melli 

tuB,)tmtixh, immm.mKii\.-x\i. ^yy^')>\zn^:^pc:^^'^\mn^fix^.-^fz 

J yWW1^<Dmmm {Insulin Dependent Diabetes MellitusjIDDM) t ^>D^(fn. ^^-^O 
[0 0 0 41 

— ^> 2 M»m#l (Type 2 Diabetes Melli tus)i:I^{fnTV^^ o 2M*l;^?W{i 

"j,"^ (Non-Insulin Dependent Diabetes Melli tus;NIDDM) t 

2 Ai>. ^ > J V > ^}^^ L -C ^ jfil^^ ^ > h n - ;vt- ^ t § ^ v^o 2 (i 

hixxy^:hoW&. B:^\.zi,m7 A Q75K<r>2m.mm.mB.i^ii^y^^:btmt>fix^^^ -eo 

^{ii^^fbtct^^o-ciiSnL-cv^^o M^f^^^^^fe^*;)^ 1 1 6 2 0 7?A^)<^e#>6-' 

[0 0 0 51 

^■^tx<Dt;L^^ 2mmWim<DWMmiR=f-itmhi!)Hztj:^x\--fj:\^o ^y^vyi^^m 

— h 9 >'j:;^;j?_ ^ _ ^ ^ 7*4 if 
^;i/3— ;^ h7>'X^— jj' — ^r^y2, 
[0 0 0 61 

ft.1V' 9 # < ^ (^^#11= jti^ 1 /Taylor, S. I. Diabetes 41 : 1473-1490. 1992 

)o ^ftii,<o^t:d-h. ^>^'}>i^'^-:^^'-<o^ntmmm(Dmmz^\.^xi,^n^ti 

ailE# 2004-3045752 



#M2 0 0 3-4 3 3 3 0 3 v* : 2/ 

[0 0 0 71 

i ti {W^^-$CM. 2 /M. Taira et al. , Science 245:63-66, 1989^ W^^WXU. 3 /¥. Shima 
da et al.. Lancet335: 1179-1181, 1990) o cnHJ: 19 2 Mi»m^Ol&^liH<^>— ^J^C > 

;^^coj»i5T-i^if^:nTi[gt-r-g,#-M^ioirgiib3&»tcL. atc^K^tHMLTv^^ mm-x 

m 1 /#M¥8-103280) o 
[0 0 0 81 

v;^!; y-b'i a^-fa.=uy y t^-^-f-J&fc, p^y^.^^ fo«i*3K;>< ><^^n-> 

v^s^T&^ieu y7.v ><r>i^yi-)i'-^mmizi^m^ti^o mmmi<z$,<:>ti 

l&L^^ti^l^ {^^^(D^mm^tmm) o ^y:^')yv^^^-(omt^y:^')ymm 

(Onmz^oXW^-t^o CltL'grTitTO (down regulation) i:V^^„ 
[0 0 0 9] 

-^m^^h\z^^X^^^itfz^ >XU ^ l^-tT'^S'-O^Mti. boss 
l^(^Thr;&«AlatCig^LTV^-i,(IRA831)<, COT ^ ^ m«OS^=^J©ia t-f'S ^^^^V >V 

l^^fe^^ -:^?;j¥^Ei-S C: t \.zS.^mBi)m^^ftX^^^^ {tmWXmA /?roAe TS, Tenc 
oni P, Debiasi MR, Medeiros YS "Tumour necrosis factor-alpha, interleukin-2 solu 
ble receptor and different inflammatory parameters in patients with rheumatoid a 
rthritis." Mediators Inflamm. 2002 Dec; 11(6) : 345-9. 5 /Baron AT, C 

ora EM, Lafky JM, Boardman CH, Buenafe MC, Rademaker A, Liu D, Fishman DA, Podra 
tz KC, Maihle NJ "Soluble Epidermal Growth Factor Receptor (sEGFR/sErbBl) as a p 
otential Risk, Screening, and Diagnostic Serum Biomarker of Epithelial Ovarian C 
ancer." Cancer Epidemiol Biomarkers Prev, 2003 Feb ; 12(2) : 103-13. t^WW^XM. 
6 /Beguin Y. "Soluble transferrin receptor for the evaluation of erythropoiesis 
and iron status." Clin Chem Acta, 2003 Mar ; 329(1-2) : 9-22) o t.tz^ -i y^.^) 

i^-f ^X'J >Jfll^75m^$*t-CV^-?> (0^#i^=:fciSlt7/ERIK M. SCHAEFER et al. DIAB 
ETES vol.43, 143-153 ; 1994) o L;6^L, \^ Y\Zis\,>XM.^\,zmM<0^ y :^') y^^^ 

[0 0 1 01 

Sv-;<r-(tumor marker) i P^fm^o ^"^^^iz^trL^Mm-r-:^ -li^ i)^A.-hm^ 

irhm'k\z^(D:^^v^)vi)m'^mti3cm.\.x:^mzmt\.x\^^^o Ltzii^-ox. msv 

S'S'. MM'^-U-<o^Xi}^A.<o:^m^m'^Wm-t^^t\i.m\^^^t^i\X\i^:ho 
^i^ mM-^~iJ~<Dm\^<.t:^^t%x.hKX\i^ho 

ttimm'^-ij'-(r>^\z\t^ ii^A.(r>iz^^^m^mzmm\.x^ ^<om'm.\^^)\^i)^mt 

ailE#2 004-3045752 



. #M 2003-433303 v' : 3/ 

[0 0 11] 

M^#75?ll14t*iJ^$*L;g,^t«r. '^l^tt(false-positive)i:v^Oo Miz^ ;**^fc^Bff$ 
[0 0 12] 

ibhix^ho off), i)^A.B.^x^M\zm\^m''%^^m.m'^~ a -t-*^*^. mm-r-ij - 

. -e^;&/iit/h^v>{5^;ei^t Lv^o -:fjx. ^m^<ommii. ^^<r>£^^<r>m^^n^^ 

mx^^^miz^Sic>^:it:d^x^^mm'7-:^-ii. x^mm6^^j:mm^-ij~x^:s> t 

[0 0 13] 

. ^^^^i.i'd^A.B.^(Dm^j: t'liz X ^x ii^it-t :ho ttimizitm-r^^mm-^-^ 

B.^iz^i,f;hx^mM^<Dmm. «>^v^{±ii^<7)m^iz*3v>t{±. mm-^-i^-iimmLx 

^r^^^^>^wmmmu^i^^o ^tK^omm^mizm-o^^x^ ^^i-o-h^aymm-r-fj-i)^ 
^mit^fix\^^:ho i^xrKm^jK<mm^ftx\^^^mm'^~i}-(om^w^-^o 
AFP (Jff*«^. mit^^(r>i)^A.) 

CEA {m^A.^ Wi)^A.. mit^^<7)i)^A.) 

CA19-9 Mii7&*^> ±mi>^A.) 

CA125 (^|^*:#^) 

PSA 

NSE (J3i^7&-'^-/^«a)3a75-'^-) 

CYFRA (0y^*^-«^Jl^;&^^-) 
[0 0 14] 

ot. ^mfi§'m^£-i)^A.m\zn\^xmm'^-ij-tLxn.^^fix\^^^i><of)^^^o tzt 

x.{f. NSE*;?,v^(±CYFRA'^f{i. #^<0;^?^^^;^#i-J?>M^•7- -T'*-So ^iS. AFP 

g X. ^ o 

[0 0 15] 

#^3/2:^14 (broad spectrum)M^"r->^ - t Of {m;S,o j£it14MS"7- -fi. 
*-X.^ii^mxh^o AFP*-&v>{±CEA!5:^<^^^<7)J!2;i|4Jl.^-7-3&~(i, fpMx MYb^ 

> '^■^j:i^<nm^<Di}^/^m\z^\'^x\tmm^-ij-thx(r>:^m'&ii^m>tbhKx\^^^^ x^t^ 

i -ij- 7{i?ll# $ ^xtL{f x-^ -2> » 

[0 0161 

ffigE#2 004-3045752 
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^->^: 4/ 



h t^^Mt/'olt'&^l.tv^^if, 1985^2^, *SGenentechtti:^i^:lIMemori 
alSloan Kettering Cancer CenterCO^'';!/— -/tJ*^ V; h • ^ >X 'J 
n-^-'fk. /mSE^J^^^tv T5y^@B?iJO»^^56^(b, Ji>femii51H^^ (EGF 

) *3it>*:**>itfE^srcSatffl|^tt7&^ab'&Ct75«*>;6-ofc^t7&«Wt,ti.-So 
[0 0 171 

[^^J|#ff^:i:i^ 1 1 Taylor, S. I. Diabetes 41:1473-1490, 1992 

W^^-XMi2] M. Taira et al.. Science 245:63-66,1989 

[^^#rf=:SC^ 3 1 F.Shimada et al. ,Lancet335: 1179-1181, 1990 

4 ] Frode TS et al. , Mediators Inflamm. 2002 Dec; 11(6) I 345-9 
5 1 Baron AT et al., Cancer Epidemiol Biomarkers Prev, 2003 Feb ; 

12(2) : 103-13 

[^^W:SCM6] Beguin Y.Clin Chem Acta, 2003 Mar ; 329(1-2) : 9-22 

7 ] ERIK M. SCHAEFER et al. DIABETES vol.43. 143-153 ; 1994 
l^WMl] #li¥8-103280 

10 0 1 81 
[0 0 191 

m^irh€^mifi^^t^^fzo ^^x-^^mMhkt. m.^Kmm'Lfza'^y'a.^y ycom 
fzj.=.y y<om^-)j^. m^m^. mm.m<r>mm:HmiiiLmzmm.m<om^m^mhzm-r 

-?> o 

(3) M#o^^o^^;i/ti^o'v>Tj(d.4'<^^SI'f ^v-ty^-a^J-r^L-y hog 

^ ttzimmz^^ssm^j^mm^^-r^f^Ko^^x-h^. mi<oiH,mzm^\^fz^yy^ 

C4] ^Ac^Xa-S-^tr. 5»m^<7)grif:^iSo 

miiE#2 004-3045752 



#M 2003-433303 ^--J : 5/ 

C6:i >X'J >V-b-/^-«"9-r^^-;' hOJ:Sr [1] icffiffeo:^^*! J: 0 iliJ5ei- 

[0 0 2 0] 

[0 0 2 1 ] 

oTtTo ^fz^mi'm.-n'^i^m.tL^i'^X^^^tjiis^'Dfz^ ^^Wi^hK^^ . jflLffOjt^O'f 
L7t^«oT> jflLtfi^J^glO^ >'X'; :^Hr7':J'- a-9-7'^^>y h<7)iffl|^{±. mmM(r>^) 7s 

i: ;&«-e § ^ ^ mmm<7> « •^^ t-o.^ y h a, ^mwm'^ftmm. 1 1 xmm-r ^ c: 1 7&«-c- § 

o 

[0 0 2 2] 

tfz. >^mmii. mfzfj:m<omm^mi:^^Lfzo ^fitx\ mm<r>^y7.')-yv^^ 

fi. ^aM#Ojflitt'(7>W<^'f >;^'J ^P-ty^- a-y-y^--;/ h*>0^lt'^#J: Jj^it 

[^^Sr^ife-t-* ;rci60*^0?^gg] 
[0 0 2 3] 

miiE# 2004-3045752 
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^-v': 6/ 



Jim. isit/f 
10 0 2 4] 

LT ^ c t )&^2fc||^#(b n J: o ^> 75>t3 $ ixfzo 
10 0 2 5] 

>P-b7'^-<^iilJ5e:^&tZov^-C{i> eE(C<2r^ (Human insulin receptor rad 
ioimmunoassay rapplicablity to insulin-resistant state. Am. J. Physiol. 257 (Endoc 
rinol. Metab.20)E451-E457,1989) -Cab^o Li^LSkfpKmm(D4 > U^:fi^ - a 

i^rf>H^lta.^i,Zidif^ a^ysL-y h(o:^^(DBTm^'kmmLfzXm a Clln Endocrino 
1 Metab. 1992 May:74(5) :H16-21. ) :/)^^^<D^X-^^o 
[0 0 2 6] 

[0 0 2 7] 

J: f) , ^' V > V-b r^J' - a yjL- >;/ h =^,TOniw:^m$-i^'2> d tJi^T' # ^ C i: ^ 

:t>9^K{±. t h-f >;^';> V-by^-itfg^4'> K (-27--1) , a 

•^fyJX-<y h (1-7 3 5). m.Xf y<7)-U (7 3 6 -9 2 6) c^^i^^r 

[0 0 2 8] 

nLfztmA^mmLx^u-:=.>^-t^zt^^x^^o ^^sv^ti. <&^<d-(>^v yu-t: 
f^- a-^y^^y h <ocmk<Dmmmn^^^ Lxmn^-^ : i K^Ltzummu^h^j: 

y h<Dm.^t^x.mi. ^ftmi^m^^^^i^H^^^tztbof^'m^t Lxut L^^^o 

[0 0 2 9] 

miE# 2004-3045752 
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l^^tt ^ ^f^f>M <^ ^ ■T'-f- K ^ n - Ki- >; 3? V :t ^ K ^fljffi L T . St^m 
10 0 3 0] 

DX:}'^:/^? (maleimidobenzoyl-N-hydrosuccinimide method. J^^TMBSfe t^B& 
[0 0 3 1] 

:7n^ ^ hT'>*a.yN'> KFCA)> VM±^ > a >'yi; - h 

v>^^li# (39 z> t o -e ^) ^ o 
[0 0 3 2] 

KBmz^':^\^X7.^^)~->y-rhCti)^X^^o %m\z{i^ ^^W.tLxm 
\^^fz^>:^V >U'^-:f^~ a^yj.=.'y h^^<r>v^^>^-:f^h'izn-t:h^^m^^^^ 

mzx^-:r^x3-=.>y^fL^^ 
[0 0 3 3] 

-^<^i^'^^z\.mn^<Dm^(Dm.mz^mLx^m^^i)^^^x^:ho z.<r>m^. ^^i^ 

[0 0 3 4] 

£tLTv^^„ :Li(\,h<D^mz\t^ mm^%i-k-m<m^-t:^fzib\zmmu.mm<r>mm^ 

tiiiE#2 004-3045752 
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^-'>*: 8/ 



[0 0 3 5] 
10 0 3 6] 

o -f A/^nrv :^om^Hi3v^T. -l'>>5.i;>nry^-a-if^a.::i.y h^Vpy^Ki- 
[0 0 3 7 J 

Neomarker MS632) (LabVisiontt) . h ^ >X > Hry^-T;i'7 r-^f h 
(IM0365) . MAB1138 i^^Jt^if t>;K,-So *'V^'n- 

tl^^^.^Vt\ ^^b^>^V>'V-tr^-T;V7ri^-ra.^.y h (^ij-cr) H-78 ( 

[0 0 3 8] 
[0 0 3 9] 

' ^mt:^M>i,z^^fztbKmmimm^^-'mzm^^hfi^o titbit, t-r^>^v>u 

o 

10 0 4 1] 
[0 0 4 2] 

mSE#2 004-3045752 



2 0 0 3-4 3 3 3 0 3 ^- v' : 9/ 

[0 0 4 31 
[0 0 4 4] 

o 

[0 0 4 51 
[0 0 4 61 

> Sn;#l'*t-t'i>BE^iftJg<^^' V >'W^r7°^- a-if-/^--;/ bco*S'^=^^ f^f4*<7)^> 
[0 0 4 71 

[0 0 4 81 

miE#2 004-3045752 
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^-v': 10/ 



181j^ 

[0 0 4 9] 

-ry^'X^ -t'7-?^>. T>^rn->?., :^r7X, v^±-fe 7 ^ >y i^^(7)^*t^fijffl L 

^> . *• -L- >; V > ^ ^ ;v ^ - T ;v ■f' t Kizjia i: o tzit^ttji'^m'^^ . mmmm t v> 

[0 0 5 0] 
[0 0 5 1]. 

■^xi^nit^ nm-mm<DmTfzifx^x(DKBi}mi^L^^^^<7)x% ^^i6xmm^j:K 

[0 0 5 2] 
[0 0 5 3] 

^a-i-)Vtn.iifiimm-t^(0:^^-^&]X^^o ^ ^ -i- JV^.i^^^lBm-t ^^^K 
[0 0 5 4] 

mM^x<D'^^^mts:m.^iif(D=f^)^mm \.fzzixh(o-^^mm^m:fjmzn\.x. y 

«^^i&ife^if;i>^-edT'$):|.o ^^h(r)¥)\^^x<r>ms\zm^i,^i0x')j'^\ziQ^^x%^ m. 
[0 0 5 5] 

miE# 2004-3045752 
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^--y: 11/ 



.; ^ n - ^ im^m<D^y i^u^ir )Vl:jiW(Om.^^t>^^mm f <S ^ i 75? 

tcS^'^ Lf^«i:T-^ri^-r ^ i t tz i o TP^i-^ c t ^) T- ^ c 9 LT#^ n^cm*^^:. 
[0 0 5 6 J 

10 0 5 7] 

rk^lizm^''hp^^B.WWi^tiS.^'k-t>'\tf:z^y V t-t^ctii^X^^ 
[0 0 5 81 

^^^Mf^tzmz. ^^m.nft:hz.ti,x^;bo mz. ikmm^it. 'Z-miz^cx^ 

10 0 5 9] 
[0 0 6 01 



tBliEif$ 2004-3045752 
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^-v: 12/ 



(a) ie^j#-^ : 1 i,zuwi<r>ikmmmt:m-t^^'') ^ ^ u-^i-f- k 

(b) se^iji=-^ : 2 iztim<^7 5 ym@fi^j^=f- K-r^.-jf v ^ ^ w:^^ k 

(d)S£^J#-t : 1 Kf&m<OiKmmnt 9 0%m±O.-^^n v^-^^t^ tJ^o ^' 'J > V-fe 

V ^ K 

[0 0 6 1 ] 

J:oT3- K$;h.'l)T? /^iB^!j{±^ HI 2 tc T > iT- 7 -f > ^roltT^ Lf.:o 
v'ir-^;w^y^K (-2 7 1) 

a ^-fa,=. yy (1-735) . ^itK 
^Hfr^jii y h(7)— ^ (7 3 6 - 9 2 6) 

^■^m |51^^SspI-em<b-r ^ ^ t J; »9 ^ IB^J*-^ : 1 \z.^Wi.<r>M.^WMii^ ^ ^ -i^ V ^ 
[0 0 6 21 

#i:^o-r. *tM7&?#I,-e^<.^o ab^v^{i^^|1^53^(^^*i:: ioT. v-f:/^ 
[0 0 6 31 

[0 0 6 41 

2js:f|^(^.i?i;^^' Ixr^-f-Kti, frfB(c)*fe{±(d)lCfe«icO;J?U:5?^U'^-f-K^'^tfo ^ 

9 -^^\tmm.±.\zm^\.. ^miLm^\za^-f=i-=-v h^mffii--i:{±iitv*o 

[0 0 6 51 

a-^yzL^-y h Oi^^, ^^i" ^ T 5 ^ lOOT 5 / miiJ.rtT-* f) . 

mSE# 2004-3045752 
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'^-v': 13/ 



[0 0 6 61 

Max VaK Leu. He. Pro. Met> Phe. Trp{±. y^^-fixi^Wm^T ^ /miz^m 
^tl^fzit>. 5:vMcmfc14K^;t-r^o tfz. 0^m.^(r>7^ ymtLXli^ Gly. Ser. 
Thr. Cys> Tyr^ Asn> Gln*«^lf ^^L-So *^V^{±, m^T ^ /mtLXit. Asp^Sit/fQl 

u^^mifibix^o MK. m.M^T^ ymtLXii. Lys. Arg. msTf)mif(bti^o ^*iC^<D 

[0 0 6 71 

tfc. W^fL^^m:-n^i-£^-yj^^%^^.^'ir^fzt>(D%<r>-)5^}l\^X\U ^^^ZTV 

i<7>J: ^ ICie^im-^ : 1 ^CfB«(7)4^M^lJ75^^^-?>DNAi:/^^■7•'; ^'^X-t•;S,DNA55s=7- 
[0 0 6 81 

/N-f ^-f -tf-v^a >'0^#i; Lrf±*#fi<>H«, -JfO x. 5 X SSC. *;l/i.T5 K0^# 

L< {45XSSC. 50%^)\^AT^ VXiOVX^V o ^'T -b*- v a >'t^<^^^ 

{±. lajx-t^. 2XSSC. SlVX-m^-r^o Sft L< (ilXSSC. 55"C-C^^i-^o Mi-Sf ^ U 
<{±1XSSC^ eovx^^ir^o 
[0 0 6 91 

[0 0 7 01 

fz-oX{^-tj: <b'i>2Q %m±, $f ^ L < (4 3 0 %J^:JL±> $ h KUt L < {4 4 0 %i>X:t. $ 
Mc$ft t< }i6 0%JiJ.Ji^ ^ f^>}c0^ L< {4 8 0%m±OiS?iJO|fI— te^^t-rscit =^ 

wdo ^^m'^<Dmn'&.^^^ir^fzisb(r>T)^^^'} X2^i}^<is:^x^h {-^mm-hm 

miE# 2004-3045752 
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^-v' : 14/ 



[0 0 7 1] 

^'vlliiW : PGEX5X-3 ( y r JV-r i/T) 
^« : pYES2 (-r > \£ Vuyy) ij: t\ 
^^m^ : PVL1392 y\£ Yuyy) tj:t\ 

Wi^mi%. : pRc/CMV2 (-f > tf h uyv) tj: if 

->'->:^>(GENEGUN)fe. v^ti-r-f n ^ ^i/^ ^ a >'jS;eiS^tf P>ti^o t 
ti. it^6^:^mtLXli. V^y^^i^B>m. U ^m;^;;P^>H7Afe, DEAE-Dex 

[0 0 7 2 J 
[0 0 7 31 

^^«0»^m^-t^„ Lrffl^^ttf^t^-^tcfi 

(0 0 7 41 

[0 0 7 51 

-t^Ct^^X-i^o *5^^5?iJJCov^r. ^K^^tzH^tj:^ AJTy^^Kii':>Xy^■^•f■ 
)\^i)mm^i^l:ho nm^m(o^i^nm&hnm^ftfz-y^i-)v<Dm^^. mmmm. (stan 

dard curve, ttzim^m.) tLX^'t^bii'^X^^bo CI d tTf^$Sl$^l7t#mffi^tw^ 
T-S i t ^> -So 

tBiE#2 004-3045752 
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^--y : 15/ 



[0 0 7 6] 

a) m^m<7)^i$-^izi3ii^^ mm^>:^'} yi^'t^'S^- a'^ry^-y h^^H^riiJ^^ 
[0 0 7 7] 

(a)m^#<7>^#g^#(t«tci5lt^^ jtgl^ >Hr-/^- a-9-7'^-y h<^4=^ilij^ 

[0 0 7 8] 

^v-tr^-fi. y^^m^(o^i'j:h-r^'a'yymmm-:ru7-^ > . i^^^--tf?g 

fzit)^ y:^V yi^'t-z/'^-ii^ ^l^^^tM >o#fi<jm^omMJitc^;i£^ 
^C: i:55*^«b*4z^oTV^<675«, V t'OjfilM|gT-{±. 'T V >' l^-fe -O 

[0 0 7 9] 

itm^fi^o :^mmi<zis\.^xMmtii^ fzt^itm'^^<D^i$im.m-<om^iizx-::>xnhti 
fzmm<^4 y^v yi^f:r^-(r>M^mi-^ti)^x^^o lt'^#i:^i^ mmm^^^^iin^ 

A.X^\^^Z t-^mh^-^}^ h^^^tfi^o mtL<it. It##i:t±. i^B^^-LTV^^rv* 
[0 0 8 0] 

o Mci^m^z^i, titx-iissnmum. ^un. ^^^^^i^m^n^it^i^m.mz^ti^^ 

U't-y^--^^^:^-t:h^t^mii>^^zLX\^^^o Skmm.^li. Jf[L»ibM$ii'7t:lfiLTg53' 

-c^So fztx.i£. ^^^^^^n^^fitiskm7i>^hmm:^ixfzsSB.mM.^^m^^x^ :^§tm 
<omm-^m^mmnz.t^x^^o mic. ^^w^zj^ci^zx^mir^ctaf^X' 

[0 0 8 1] 

3f:^W{i*7t> ii))Stm^huy^^fit:sSB.mm.m-^<7)mm^y:^'}yu'i:y^-a'^y 
ho»tjS«:»t, (2)*tBBtjt$!ci-;i,x@=Sr^tf. v^l±75*^<^=^at:)5■ 
^^i±^^A.^m-r^ojmi§E.i)^^\,^;it^^mhT!f^z^fi^o 

[0 0 8 2] 
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fztx.im^(oitm<D^W:. m-^^ji i) 'hmm^yy^') >u^^^~ a^^y^.-y h<D 

o LTf)Jffli-SC t75*-e#*1i{±, 5& 7 hrtTiSirUfJ^tL^o 

[0 0 8 31 

-mz. ^-ij-i:fj:^mM<omimmzm^'^^x. mn^&^izmmiu^Wfm-m.m^t^^ 

[0 0 8 4] 

a'i)-fj--'yh(o^mt. mmm<r>^) T ^ ^-x^^o vtzTb^-ox. fzt^^f^m 

[0 0 8 51 

^^xww^nn.iita^-h^A.omm^^'^^fy^t^^^o %wm\z7f^-fhi^^ ^ 3g^-f>xv> 

J; o Tlrif-r c t *«-e # * o 
[0 0 8 61 

ht;iS:>CT. m^\^fz^. *'2>V^{±®ffitC^'^LT:fe< CI t5&«-e%*o 
[0 0 8 71 

\>x±.(DT\JWLwm\z^':>xmm.^i^^^m.^'mM^mMx%^ t ^^ltv^^So ^^^^tc 

[0 0 8 8] 
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mmm] 

[0 0 8 9] 

<^^:ScDNA(NM_000208) ^Sr ^tr PCDL1-HIR717 (Eb i na et al. Cell. 40, 747-758, 1985)^ 
[0 0 9 0] 

cho-hir: 'f >u^:/^- a-^':rj-^y h + y h 

CHO-HIR(a) : 4 >:^Vy V^-f^ - a^'T:^.^^ 

CHO-HIR(Pstl) : a^f:3,-y \ t ^^^0,=.^ hON^^IPJJl-lSOT 5 

CHO-HIR(SspI) : a^^J~^'j Y t ^-9-7*0.- <y h ON^^fflU 1-191 T $ JW. 

P'^-fa.-y hc^mmilK^ -Oti. N5^3g1B!ll 9 5-21 l\Z^m.-t^o o^>)CHO-H 
IR(PstI)i5J:J>TH0-HIR(SspI){i> ^^-fixii p^-f^~y Y(D-'U^^iji)^^ MiWiiK^ 

#cDNA=Sr»|&MI&]K^i^ jS' -pCXN2lCif A LThlRiS J: Xf^<r>^^^<D^-^'f^ 7. < K 
^nfzo ^tL-PixOfUKS^^JiTakaraCOtsu, Japan)®.J>'New England BioLabs(Beverly. 
MA) J: y)mX\^fZo 
[0 0 9 1] 

•f•^^'^-X/^A:^^'-||^m(CHO)«Bfl&^±^ F-12 Nutrient Mixture (Ham's F-12. Invi 
trogen, Carlsbad, CA) ^^^M^^Xm ZOz ^ > ^ ~Xl^^Lfzo \Ofxg.(DlX 

#7t^||?a^7X5 K^tU^^^Sca lie J: y)UmtL. O.bi^gf^T. ^Jy{^SV2-\i 
sr. Funakoshi, Tokyo, Japan) t^\z:r. h D .if V- v a > j: Zmn.\Z^X\^fz 
o V3 >:*»^24^Mf^J: 10yug/ml:/7:^ h^?-^ >^>»1*F-12^ttlJw^m 

L. 2^W\k\Z'^^fz:=ixi=.--^MM.\^tZo hlRO^agt^ov^Tfi^ -i^ V T^' V ^I'T 5 Km 

[0 0 9 2] 

l&^S<7)^v^^ n->4-io% FCS^^trF-12^%T'iiiliML. 150 mmJM^ai^^T'y i^:r'(Co 
rning)=Srfflv>T^«L/io 100%*-e^«f^. HEPES^W^ [20 mM HEPES (pH 7.4), 140mM 
-NaCl, 5 mM KCl, 2.5 mM MgCh, 1 mM CaCh] XZU^W\k,T i Hik^tz *) 20 ml<0 
4ftJlil»^Ail(CH0-S-SFM II DPM, Invitrogen) IC^c^ LfCo 
[0 0 9 3] 

4 Bm^mLfz^m^mtiiL. 5t^c^^^(l3ooxg. lo^^x mKx.^mmm^^m^L 
fz^(7>±m^mi(>fzo ±7ti mi^fz^e /iH5o% mmm<o/bmmwi^^^y{wr-^'^ 

-7. (Amersham) ^rJJDx.^ 4 "C -e2^^n -x- h LT®.*$-ii:7to Tlfu-7.\±^m^ 
^^\^fZo 1 laJB i: 5 HI B fiHEPESj^^^ [50 mM HEPES (pH 7.4). 150 mM NaCl, 1% Trite 
n X-lOO] T'^^L/Co 2~4I5]i0^^fSi{±> i^M^SOO mMfc tfco %.m\^tz9 y .f^ 
i>{i0.2 M N-T-fe-9^;t'i^-;i/rHf ^ >-^^HEPESMW?Si-e^ffi t f^o ^^yT.^} yv^-f^ 
- (a-9-y:2.-y hin;#> -TAy •r7iJ'0365) 7 A y h .-K'; ^--i. ; 0.5 ml) 

itfflLjt-9->'7';i'«:jEinx.T4 "C T-l^ran-x- h tT^«$-<J:7to ^ f j^- A<7) 
10i&:i:<7>HEPES^M'T:-:^9A=^3Iii^^Ly^^75^ C:oB#^>2IiIgOj5fe^{iiai^Jg?t500 mM 
1^1^46 Tto 1.5M MgCh-^^^'t'i^-f h U "i^ Aj^^?^-e200;u Ifo^^tTto 
[0 0 9 4] 

^'y^^%/^y\,zm^hAy7^}yv^f^-a^f3.:=.y y(r>i^^mt^ ^A<^J: ^ 
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L xmm L fzo t -r^tirtKD ^ >- 3 > t> 20^^/ O , 7. 5% SDS-PAGE;?^ ^^fe 

V7 h'i7iT-eS^#L^Co M6ffM{±protein assay dye reagent (BioRad. Hercules. 
CA)«-ffiv»TBSA=£r^mtc LTBradfold J: ») 5g:i:Lf;:o 
[0 0 9 5] 

4. ifbli b 'f V >P-br:J'- a-y-r-n.-'^ htit#:<7)fpM 
[0 0 9 6] 

^ -ri/iOOm^Sfi<j v (PBS) t: h ^ <; > i^-t t'^ - « Hfyo-^ 

iJ^^^r?-^ ^^lOO^/L^^iWJtTto (20~25r) -eSBtTOML^tm, 

5%<7)^->jf|LrtT;wr5 >^^tfPBS30/^L^*n^7to m8^M4'CtlS^M 
LrmS^:?wn?ir^^° ^ ^ ^° ^^^^^*^^300y«L<OPBST'3 

[0 0 9 71 

PBS-e#f^Lfc*n:jfiL?t=S:#f^L. #f?0,^^J^{^ML7to #f{L7ttn;jfiLmOO;£/L=&ELISA 

yv-b<7)^e,^;^{cjp£^,^ (20-25^) xinn^m.\.tzWi. m 

V^T30^LOPBS-e4|iI^»L7to ^ic. M^Lfz^JU^ ^r^^j^^^^ry^^-j^^ ( ( 

*) E^^J^^WSSBfSii) 100yt.L^^Snx.;to Mia (20~251C) T'lNFK«^M^SS>ii:7tm 
X S^*30;«L<7)PBS-e4 m^^LTto 
[0 0 9 8] 

i>zisif^m.^mi:m^Lfzo m^^^i:m4<Dir^yK^-r^ :i(Dmm-hm^7^-^j:Xv 

ov^T{ii:T»MJ: *)70mlO^.jfll^^fv^ l^30ml<^)in:jfiL?t^#/Co iOJ;-)lcL 
■C#7t ^i? ^ n - fjDEAE-fe ^l' n - ^ a =S:ffi V^TIgG^M ^-MSS L ^« 

[0 0 9 9] 

0.1 M^^«fS(pH8.5)tC^^L7t^'>-9-^'IgG^y ^^n-f-;v^#:(2B9. 5«g/inL)hN 
HS-LC-BIOTIN (P I ERCEttiSt 25;t/g/mL) ^rl-^L. MSt:- 4 ^ - /- ^ffl 

T^fiJLTto IgGi:NHS-LC-BIOTIN{±. ^)Vitf)n : 6 0 J: ^ izM^L fzo 

io^^^^3ifii>';>m^«frs (PBS) ti^*fL. ^^^>mmmi^i:mzo 

[0 10 0] 

tfcti h-f ^^^-j^a^frJ---;/ b*nI#5:40;«g/mL~80/zg/mLOjiJglC^j<2, J:^ 

0.«^*M«(pH9.6)T#JBIiiiiSiiL7t„ #«?t;ttn;^$^fa«-96;?^Ov>f i^nyu- h 
(NUNCtti^. ^^^^^-iJ'T/N-- h^va.-;i.-7^vy-y#473768) ^#^7 Jc;i/tzi00 
/.Lro:^aL7to v^'i^n-/^-h{±, STii^*-e2~8t:. -|fe;Kc© LT^-ft:S:^-^$ 

[0 10 1] 

^^"^""2" '^^^^ ^^^M'SrJ^T. PBS-e2|5I^^t^o ^^3-^7K^5-^^*L^^r 
ny^^'iJ^fg (1%BSA. 0.1%NaN3=£r^trPBS) * 1 Ji;!.^ 7t 200 ;aL*nx.7t„ v^'i^n 

MtcT'u-h'^^^L. ^^mx^m\t^\z 
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[0 10 2] 

7. ELISA<^ffl^fflfi 

m^\^Y^y:^V> a ^y'^- y Y ^^-W-^^mUmm. (20inM Tris-HCl'. ISOniM NaCl. 
1% BSA, 10% lE^-r^ 7.M.m. 25mg/iiiL MAK33, O.lXNaNs. 1% ^ y -iTu^^) y ^ 0.0 
56% Tween 20. pH7.5) "C^f? L;^ ^ > Ltz. ^#:(±^#:«?^T 2 *^#f^L. 

10 1 0 3 J 

RJB^k<r>^^)V^^ m^mmmi&. (PBS+0.05% Tween 20) XSmm^LfZo 5^^=^7lc^ 

im^fz^k. ^.i^^mmmmmx^mLfz\^'t^ymmiji.i^^: 1 'y^)i^mfz^ioo/^L-r'o 

^^Irl^v^fcf^, Tlfy:^HRP#3^TO«?i^ (2O111M Tris-HCl, ISOmM NaCl, 1% BSA, 0.1 
5% Proclin, pH7.5) X^^LfzT yUm^Jl^^^i^ 1 J^jV^fz^lOO/uL 

'j>^m^)i^^^xy^-^m^m^M^^^fzo 

[0 10 4] 

s (Moss=r±. TMBH-100) ^ 1 :^)\^mfz^ 100/ummLfzo mT^xm2o^mKji^^^^ 
x^^^i:i^^ i'>j^)vmfz*)ioofxL<DiM^mm^m^xm^^wjLLfzo ^\^^xm 

ft450nmtC^tt^^3feJSSr?B!l5ELjto ^i^^<D^ > 7.^) > U-izz^^ ~ a "^y^^::- y 
[0 10 5] 

8. -f V ^^l^-ty^- a-lfT'^^-y ho^S-^<^i^# 

8-1 0 -^7 X ^ 1 6B#fBm:i:#:^ pentobarbital^K^L^.^MJ: tTt 
>U-tyjS^-ff-9-rJX^y h^l O OngS-^L/^o -T^XV >'U-tr7°i5'-a-9-^ 
^^yhfi. 0.1%BSA«:-^tr50;«LO^S:t:Jtg7K.lc»LT^-^L7^Co ^' V ^ W-b 7"^ 

mtLX. 0.l%BSki^tt50fxL(D^m^:^<D^^mmzVX'r^::!i.iZi&^Ltzo 
[0 10 6] 

^^{411 5 izmLfzo Mm<^'r^7.iim'k'^mi)m<fzib{i^-L-r'D]SsLmmti&TLfzo 

m^ir^^itizx*), xDi'f^mmm^tifzt^^ti.ti^o 
- [0 10 71 

9. >l^^-:f^- a'ii-yj^-y h<D^^<Dmm (^}i^=t--xnm 

(2g/Kg body weight ^4- LfCo ^ - :^<D^^mzB^^Kmmm2i 
'Ol^mLHSLmm.im^LtZo nmtLX. 0.1%BSA^-^tf50yuLO^]lAil7KO«^^=Sr|Bl^tC 

[0 10 8] 
[0 10 9] 

1 0. ^m^B.^]k^fp<D^ y^v y^mita'^y^zL^y h(om^ 

r. sk^<o^y7.vy^mii^a^yzLzuy hi:m^t^'^y Y'^ y^-Eiisk^mmLtzo 
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( pH8. 5) izmmi-fcW. a^-r:i.:=. y h^yi^ti ~i-)Utn.mm0365)5a g/mLi:NHS-LC-BI 
OTIN (PIERCEl±^25;«g/mL) -Srm^L, MzaT*4^^X ^ 7 - Srfflv^T«#L7t„ IgGt 
NHS-LC-BI0TINf±^;VJt;6n : 6 OH^^^J:^tcrl^L/Co i<^^?g[*^aW V 

(PBS) izmmL. ^-t^ymmtjci^^mzo 

10 1 1 0] 

^n--^;i.iJt# (Neomarker MS632) ^O.IMR^^^^ (pH9.6) tClO// g/mLO^JSlC^jS 
LTlOO^L/welK 4 "C-?^feS^t LTt^. PBS+ 1 %BSA=^200^L/well^]!jp LTMiST-BB* 

[Dili] 

y ^miz J: 10 3SDi:mMm^j:t y h:tymtL.fz (137) o * h ^J- 

yimil3.3fig/taLt ^ o fvio 

mh:^^fj:m:^mid(bflfZo 
[0 1121 

?L^. B-mm. w.mm^io^i$-x'^^o m^<D^MimiRxfm9i,z^-ro ^yy.^)y^ 

[0 113] 

mi 





13ng/mLJ!Jt± 


(%) 




20/20 


100 




10/10 


100 




i 9/10 


90 




19/20 


95 




9/10 


90 




6/10 


60 




10/10 


100 




8/10 


. 80 




0/70 


0 



[0 1141 
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10 116] 

*5{t^fl^07t46trfflv^/ccDNAlCJ:oTn- K$tL-6T^ /glSB^Ji:, -{yj^^yi^ 

^ 7^cSi5^3'^^^:i:ii^:^ (tm) r-^b o n i is tt Sspi^o if 8if>T- tcio-r^-K^tL-s, 

- -y ^^it#:^ A y -r 7 ^ 0365) t/t^;?; 9 A U > V 

•fer^^-a-^-:/^-^ h=£:. 1.5M MgCh^^^-^i?-^ h V 'i^Aj®«-e^aiL> 
^^200 fM 1-f o^g^flXLTto -ett-rtL0 7 7 -> 3 >;6-t>20^/L^ i: . 7.5% SDS-PAGE 

iitt^ (standard curve) "C^^o M^. m.WtA 5 0 nmtc jstt-SMiR^. 

^^^^Ts^-to mf^. mmii^m^ming/mDomm. ixm ttntmrn (%) ^> # 

[1181 HSfi. ^m^m^is j:t/1i#AojfiiffJ^ ^Hr^:^- 
h (ng/mL) ^O^titM^JgO^* =^^^0 
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SEQUENCE LISTING 

<110> Yousuke, EBINA 
Toshiyuki, OBATA 

Medical and Biological Laboratories Co., Ltd. 

<120> Method for determination of insulin receptor alpha subunit 

<130> M3-A0301Y1 

<150> JP 2003-121955 
<151> 2003-04-25 

<160> 2 

<170> Patent In version 3. 1 

<210> 1 
<211> . 2859 
<212> DNA 
<213> Homo sapiens 

<220> 

<221> sig_peptide 

<222> (1)..(81) 
<223> 

<220> 

<221> CDS 

<222> (1) . . (2859) 

<223> 

<220> 

<221> mat_pept ide 

<222> -(82)..(926) ' ' 

<223> 

<400> 1 

atg ggc acc ggg ggc egg egg ggg gcg geg gee geg ecg ctg ctg gtg 48 
Met Gly Thr Gly Gly Arg Arg Gly Ala Ala Ala Ala Pro Leu Leu Val 
-25 -20 -15 

gcg gtg gee gcg ctg eta ctg ggc gee geg ggc cac ctg tac cec gga 96 
Ala Val Ala Ala Leu Leu Leu Gly Ala Ala Gly His Leu Tyr Pro Gly I 
-10 -5 -11 5 

gag gtg tgt cec ggc atg gat ate egg aac aac etc act agg ttg cat 144 
Glu Val Cys Pro Gly Met Asp He Arg Asn Asn Leu Thr Arg Leu His 
10 15 20 
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gag ctg gag aat tgc tct gtc ate gaa gga cac ttg cag ata etc ttg 192 
Glu Leu Glu Asn Cys Ser Val lie Glu Gly His Leu Gin lie Leu Leu 
25 30 35 

atg tte aaa aeg agg eee gaa gat tte cga gac etc agt ttc cec aaa 240 
Met Phe Lys Thr Arg Pro Glu Asp Phe Arg Asp Leu Ser Phe Pro Lys 
40 45 50 

etc ate atg ate act gat tac ttg ctg etc tte egg gtc tat ggg etc 288 
Leu lie Met lie Thr Asp Tyr Leu Leu Leu Phe Arg Val Tyr Gly Leu 
55 60 65 

gag age ctg aag gac ctg tte cec aac etc aeg gtc ate egg gga tea 336 
Glu Ser Leu Lys Asp Leu Phe Pro Asn Leu Thr Val He Arg Gly Ser 
70 75 80 85 

cga ctg ttc ttt aac tac geg ctg gtc ate tte gag atg gtt cac etc 384 
Arg Leu Phe Phe Asn Tyr Ala Leu Val He Phe Glu Met Val His Leu 
90 95 100 

aag gaa etc ggc etc tac aac ctg atg aac ate ace egg ggt tct gtc 432 
Lys Glu Leu Gly Leu Tyr Asn Leu Met Asn He Thr Arg Gly Ser Val 
105 110 115 

ege ate gag aag aac aat gag etc tgt tac ttg gee act ate gac tgg 480 
Arg He Glu Lys Asn Asn Glu Leu Cys Tyr Leu Ala Thr He Asp Trp 
120 125 130 

tec cgt ate ctg gat tec gtg gag gat aat cac ate gtg ttg aac aaa 528 
Ser Arg He Leu Asp Ser Val Glu Asp Asn His He Val Leu Asn Lys 
135 140 145 

gat gac aac gag gag tgt gga gac ate tgt ecg ggt ace geg aag ggc 576 
Asp Asp Asn Glu Glu Cys Gly Asp He Cys Pro Gly Thr Ala Lys Gly 
.150 155 160 165 

aag ace aac tgc cec gee ace gtc ate aac ggg cag ttt gtc gaa cga 624 
Lys Thr Asn Cys Pro Ala Thr Val He Asn Gly Gin Phe Val Glu Arg 
170 175 180 

tgt tgg act eat agt cac tgc cag aaa gtt tgc ecg ace ate tgt aag 672 
Cys Trp Thr His Ser His Cys Gin Lys Val Cys Pro Thr He Cys Lys 
185 190 195 

tea cac ggc tgc ace gee gaa ggc etc tgt tgc cac age gag tgc ctg 720 
Ser His Gly Cys Thr Ala Glu Gly Leu Cys Cys His Ser Glu Cys Leu 
200 205 210 

ggc aac tgt tct cag cec gac gac cec ace aag tgc gtg gee tgc cgc 768 
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Gly Asn Cys Ser Gin Pro Asp Asp Pro Thr Lys Cys Val Ala Cys Arg 
215 220 225 

aac ttc tac ctg gac ggc agg tgt gtg gag acc tgc ccg ccc ccg tac 816 
Asn Phe Tyr Leu Asp Gly Arg Cys Val Glu Thr Cys Pro Pro Pro Tyr 
230 235 240 245 

tac cac ttc cag gac tgg cgc tgt gtg aac ttc age ttc tgc cag gac 864 
Tyr His Phe Gin Asp Trp Arg Cys Val Asn Phe Ser Phe Cys Gin Asp 
250 255 260 

ctg cac cac aaa tgc aag aac teg egg agg cag ggc tgc cac caa tac 912 
Leu His His Lys Cys Lys Asn Ser Arg Arg Gin Gly Cys His Gin Tyr 
265 270 275 

gtc att cac aac aac aag tgc ate cet gag tgt ccc tec g^ tac aeg 960 
Val He His Asn Asn Lys Cys He Pro Glu Cys Pro Ser Gly Tyr Thr 
280 285 290 

atg aat tec age aac ttg ctg tgc ace eca tgc ctg ggt ccc tgt ccc 1008 
Met Asn Ser Ser Asn Leu Leu Cys Thr Pro Cys Leu Gly Pro Cys Pro 
295 300 305 

aag gtg tgc cac etc eta gaa ggc gag aag acc ate gac teg gtg acg 1056 
Lys Val Cys His Leu Leu Glu Gly Glu Lys Thr He Asp Ser Val Thr 
310 315 320 325 

tet gee cag gag etc cga gga tgc acc gtc ate aac ggg agt ctg ate 1104 
Ser Ala Gin Glu Leu Arg Gly Cys Thr Val He Asn Gly Ser Leu He 
330 335 340 

ate aac att cga gga ggc aac aat ctg gca get gag eta gaa gee aac 1152 
He Asn He Arg Gly Gly Asn Asn Leu Ala Ala Glu Leu Glu Ala Asn 
345 350 355 

etc ggc etc att gaa gaa att tea ggg tat eta aaa ate cgc cga tee 1200 
Leu Gly Leu He Glu Glu He Ser Gly Tyr Leu Lys He Arg Arg Ser 
360 365 370 

tac get ctg gtg tea ett tec ttc ttc egg aag tta cgt ctg att cga 1248 
Tyr Ala Leu Val Ser Leu Ser Phe Phe Arg Lys Leu Arg Leu He Arg 
375 380 385 

gga gag ace ttg gaa att ggg aac tac tec ttc tat gee ttg gac aac 1296 
Gly Glu Thr Leu Glu He Gly Asn Tyr Ser Phe Tyr Ala Leu Asp Asn 
390 395 400 405 

cag aac eta agg cag etc tgg gac tgg age aaa cac aac etc ace acc 1344 
Gin Asn Leu Arg Gin Leu Trp Asp Trp Ser Lys His Asn Leu Thr Thr 
410 415 420 
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act cag ggg aaa etc ttc ttc cac tat aac ccc aaa etc tgc ttg tea 1392 
Thr Gin Gly Lys Leu Phe Phe His Tyr Asn Pro Lys Leu. Cys Leu Ser 
425 430 435 

gaa ate cac aag atg gaa gaa gtt tea gga ace aag ggg ege cag gag 1440 
Glu He His Lys Met Glu Glu Val Ser Gly Thr Lys Gly Arg Gin Glu 
440 445 450 

aga aac gae att gee etg aag ace aat ggg gae aag gea tee tgt gaa 1488 
Arg Asn Asp He Ala Leu Lys Thr Asn Gly Asp Lys Ala Ser Cys Glu 
455 460 465 

aat gag tta ett aaa ttt tet tac att egg aea tct ttt gae aag ate 1536 
Asn Glu Leu Leu Lys Phe Ser Tyr He Arg Thr Ser Phe Asp Lys He 
470 475 480 485 

ttg etg aga tgg gag ccg tac tgg eee ccc gae ttc ega gae etc ttg 1584 
Leu Leu Arg Trp Glu Pro Tyr Trp Pro Pro Asp Phe Arg Asp Leu Leu 
490 495 500 

ggg ttc atg etg ttc tac aaa gag gee ect tat cag aat gtg aeg gag 1632 
Gly Phe Met Leu Phe Tyr Lys Glu Ala Pro Tyr Gin Asn Val Thr Glu 
505 510 515 

ttc gat ggg cag gat gcg tgt ggt tee aac agt tgg aeg gtg gta gae 1680 
Phe Asp Gly Gin Asp Ala Cys Gly Ser Asn Ser Trp Thr Val Val Asp 
520 525 530 

att gae eca ccc etg agg tee aac gae ccc aaa tea cag aac cac cea 1728 
He Asp Pro Pro Leu Arg Ser Asn Asp Pro Lys Ser Gin Asn His Pro 
535 540 545 

ggg tgg etg atg egg ggt etc aag ccc tgg ace cag tat gee ate ttt 1776 
Gly Trp Leu Met Arg Gly Leu Lys Pro Trp Thr Gin Tyr Ala He Phe 
550 • • 555 560 565 

gtg aag ace etg gte ace ttt teg gat gaa ege c^ ace tat ggg gcc 1824 
Val Lys Thr Leu Val Thr Phe Ser Asp Glu Arg Arg Thr Tyr Gly Ala 
570 575 580 

aag agt gae ate att tat gtc cag aca gat gcc acc aac ccc tct gtg 1872 
Lys Ser Asp He He Tyr Val Gin Thr Asp Ala Thr Asn Pro Ser Val 
585 590 595 

ccc etg gat cea ate tea gtg tct aac tea tea tec cag att att etg 1920 
Pro Leu Asp Pro He Ser Val Ser Asn Ser Ser Ser Gin He He Leu 
600 605 610 

aag tgg aaa oca ccc tec gae ccc aat ggc aac ate acc cac tac etg 1968 
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Lys Trp Lys Pro Pro Ser Asp Pro Asn Gly Asn He Thr His Tyr Leu 
615 620 625 



5/ 



gtt ttc tgg gag agg cag gcg gaa gac agt gag ctg ttc gag ctg gat 
Val Phe Trp Glu Arg Gin Ala Glu Asp Ser Glu Leu Phe Glu Leu Asp 
630 635 640 645 

tat tgc etc aaa ggg ctg aag ctg ccc teg agg acc tgg tct cca cca 
Tyr Cys Leu Lys Gly Leu Lys Leu Pro Ser Arg Thr Trp Ser Pro Pro 
650 655 660 

ttc gag tct gaa gat tct cag aag cac aac cag agt gag tat gag gat 
Phe Glu Ser Glu Asp Ser Gin Lys His Asn Gin Ser Glu Tyr Glu Asp 
665 670 675 

teg gcc ggc gaa tgc tgc tec tgt cca aag aca gac tct cag ate ctg 
Ser Ala Gly Glu Cy& Cys Ser Cys Pro Lys Thr Asp Ser Gin He Leu 
680 685 690 



2016 



2064 



2112 



2160 



aag gag ctg gag gag tec teg ttt agg aag acg ttt gag gat tac ctg 
Lys Glu Leu Glu Glu Ser Ser Phe Arg Lys Thr Phe Glu Asp Tyr Leu 
695 700 705 



2208 



cac aac gtg gtt ttc gtc ccc aga aaa acc tct tea ggc act ggt gcc 2256 
His Asn Val Val Phe Val Pro Arg Lys Thr Ser Ser Gly Thr Gly Ala 
710 715 720 725 

gag gac cct agg cca tct egg aaa cgc agg tec ctt ggc gat gtt ggg 2304 
Glu Asp Pro Arg Pro Ser Arg Lys Arg Arg Ser Leu Gly Asp Val Gly 
730 735 740 

aat gtg acg gtg gcc gtg ccc acg gtg gca get ttc ccc aac act tec 2352 
Asn Val Thr Val Ala Val Pro Thr Val Ala Ala Phe Pro Asn Thr Ser 
745 750 755 

teg ace age gtg ccc acg agt ccg gag gag cac agg cct ttt gag aag 2400' 
Ser Thr Ser Val Pro Thr Ser Pro Glu Glu His Arg Pro Phe Glu Lys 
760 765 770 



gtg gtg aac aag gag teg ctg gtc ate tec ggc ttg cga cac ttc acg 
Val Val Asn Lys Glu Ser Leu Val He Ser Gly Leu Arg His Phe Thr 
775 780 785 



2448 



ggc tat cgc ate gag ctg cag get tgc aac cag gac acc cct gag gaa 
Gly Tyr Arg He Glu Leu Gin Ala Cys Asn Gin Asp Thr Pro Glu Glu 
790 795 800 805 



2496 



egg tgc agt gtg gca gcc tac gtc agt gcg agg ace atg cct gaa gcc 2544 
Arg Cys Ser Val Ala Ala Tyr Val Ser Ala Arg Thr Met Pro Glu Ala 
810 815 820 
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aag get gat gac att gtt ggc cct gtg acg cat gaa ate ttt gag aac 
Lys Ala Asp Asp He Val. Gly Pro Val Thr His Glu He Phe Glu Asn 
825 830 835 

aae gtc gtc cac ttg atg tgg eag gag ecg aag gag ccc aat ggt ctg 
Asn Val Val His Uu Met Trp Gin Glu Pro Lys Glu Pro Asn Gly Leu 
840 845 850 

ate gtg etg tat gaa gtg agt tat egg cga tat ggt gat gag gag ctg 
He Val Uu Tyr Glu Val Ser Tyr Arg Arg Tyr Gly Asp Glu Glu Uu 
855 860 865 

cat etc tge gtc tec cgc aag cac ttc get etg gaa egg ggc tge agg 
His Uu Cys Val Ser Arg Lys His Phe Ala Uu Glu Arg Gly Cys Arg 

875 880 885 

ctg cgt ggg etg tea ecg ggg aac tac age gtg ega ate egg gee ace 
Uu Arg Gly Uu Ser Pro Gly Asn Tyr Ser Val Arg He Arg Ala Thr 
890 895 900 

tee ett geg ggc aac ggc tet tgg acg gaa ccc aec tat ttc tac gtg 
Ser Uu Ala Gly Asn Gly Ser Trp Thr Glu Pro Thr Tyr Phe Tyr Val 
905 910 915 

aca gac tat tta gac gtc ecg tea aat 
Thr Asp Tyr Uu Asp Val Pro Ser Asn 
920 925 



2592 



2640 



2688 



2736 



2784 



2832 



2859 
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<210> 2 

<211> 953 

<212> PRT 

<213> Homo sapiens 

<400> 2 

MeT Gly Thr Gly Gly Arg Arg Gly Ala Ala Ala Ala Pro Uu Uu Val 
-25 -20 -15 

Ala Val Ala Ala Uu Uu Uu Gly Ala Ala Gly His Uu Tyr Pro Gly 
-10 -5 -11 5 

Glu Val Cys Pro Gly Met Asp He Arg Asn Asn Uu Thr Arg Uu His 
10 15 20 

Glu Uu Glu Asn Cys Ser Val He Glu Gly His Uu Gin He Uu Uu 
25 30 35 

Met Phe Lys Thr Arg Pro Glu Asp Phe Arg Asp Uu Ser Phe Pro Lys 
40 45 50 

ffiaE# 2004-3045752 




2003-433303 



Uu He Met He Thr Asp Tyr Leu Uu Uu Phe Arg Val Tyr Gly Leu 
55 60 65 

Giu Ser Leu Lys Asp Leu Phe Pro Asn Leu Thr Val He Arg Gly Ser 
70 75 80 85 

Arg Leu Phe Phe Asn Tyr Ala Leu Val He Phe Glu Met Val His Leu 
90 95 100 

Lys Glu Leu Gly Uu Tyr Asn Leu Met Asn He Thr Arg Gly Ser Val 

105 no n5 

Arg He Glu Lys Asn Asn Glu Leu Cys Tyr Leu Ala Thr He Asp Trp 
120 125 130 

Ser Arg He Leu Asp Ser Val Glu Asp Asn His He Val Leu Asn Lys 
135 140 145 

Asp Asp Asn Glu Glu Cys Gly Asp He Cys Pro Gly Thr Ala Lys Gly 
150 155 160 165 

Lys Thr Asn Cys Pro Ala Thr Val He Asn Gly Gin Phe Val Glu Arg 
170 175 ISO 

Cys Trp Thr His Ser His Cys Gin Lys Val Cys Pro Thr He Cys Lys 
185 190 195 

Ser His Gly Cys Thr Ala Glu Gly Leu Cys Cys His Ser Glu Cys Leu 
200 205 210 

Gly Asn Cys Ser Gin Pro Asp Asp Pro Thr Lys Cys Val Ala Cys Arg 
215 220 225 

Asn Phe Tyr Uu Asp Gly Arg Cys Val Glu Thr Cys Pro Pro Pro Tvr 
.230 235 240 . . 245- 
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Tyr His Phe Gin Asp Trp Arg Cys Val Asn Phe Ser Phe Cys Gin Asp 
250 255 • 260 

Uu His His Lys Cys Lys Asn Ser Arg Arg Gin Gly Cys His Gin Tyr 
265 270 275 

Val He His Asn Asn Lys Cys He Pro Glu Cys Pro Ser Gly Tyr Thr 
280 285 290 

Met Asn Ser Ser Asn Uu Uu Cys Thr Pro Cys Uu Gly Pro Cys Pro 
295 300 305 

Lys Val Cys His Uu Uu Glu Gly Glu Lys Thr He Asp Ser Val Tlir 
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310 315 320 325 

Ser Ala Gin Glu Leu Arg Gly Cys Thr Val He Asn Gly Ser Leu He 
330 335 340 

He Asn He Arg Gly Gly Asn Asn Leu Ala Ala Glu Leu Glu Ala Asn 
345 350 355 

Leu Gly Leu He Glu Glu He Ser Gly Tyr Leu Lys He Arg Arg Ser 
360 365 370 

Tyr Ala Leu Val Ser Leu Ser Phe Phe Arg Lys Leu Arg Leu He Arg 
375 380 385 

Gly Glu Thr Leu Glu He Gly Asn Tyr Ser Phe Tyr Ala Leu Asp Asn 
390 395 400 405 

Gin Asn Leu Arg Gin Leu Trp Asp Trp Ser Lys His Asn Leu Thr Thr 
410 415 420 

Thr Gin Gly Lys Leu Phe Phe His Tyr Asn Pro Lys Leu Cys Leu Ser 
425 430 435 

Glu He His Lys Met Glu Glu Val Ser Gly Thr Lys Gly Arg Gin Glu 
440 445 450 

Arg Asn Asp He Ala Leu Lys Thr Asn Gly Asp Lys Ala Ser Cys Glu 
455 460 465 

Asn Glu Leu Leu Lys Phe Ser Tyr He Arg Thr Ser Phe Asp Lys He 
470 475 480 485 

Leu Leu Arg Trp Glu Pro Tyr Trp Pro Pro Asp Phe Arg Asp Leu Leu 
490 495 500 

_Gly_Phe .Met..Leu Phe Tyr.Lys.JGlu.Ala.P.ro-Ty&--G-ln-Asn -Val Thr Glu-- - - - - 

505 510 515 

Phe Asp Gly Gin Asp Ala Cys Gly Ser Asn Ser Trp Thr Val Val Asp 
520 525 530 

He Asp Pro Pro Leu Arg Ser Asn Asp Pro Lys Ser Gin Asn His Pro 
535 540 545 

Gly Trp Leu Met Arg Gly Leu Lys Pro Trp Thr Gin Tyr Ala He Phe 
550 555 560 565 

Val Lys Thr Leu Val Thr Phe Ser Asp Glu Arg Arg Thr Tyr Gly Ala 
570 575 580 
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Lys Ser Asp He He Tyr Val Gin Thr Asp Ala Thr Asn Pro Ser Val 
585 590 595 

Pro Leu Asp Pro He Ser Val Ser Asn Ser Ser Ser Gin He He Leu 
600 605 610 

Lys Trp Lys Pro Pro Ser Asp Pro Asn Gly Asn He Thr His Tyr Leu 
615 620 625 

Val Phe Trp Glu Arg Gin Ala Glu Asp Ser Glu Leu Phe Glu Leu Asp 
630 635 640 645 

Tyr Cys Leu Lys Gly Leu Lys Leu Pro Ser Arg Thr Trp Ser Pro Pro 
650 655 660 

Phe Glu Ser Glu Asp Ser Gin Lys His Asn Gin Ser Glu Tyr Glu Asp 
665 670 675 

Ser Ala Gly Glu Cys Cys Ser Cys Pro Lys Thr Asp Ser Gin He Uu 
680 685 690 

Lys Glu Leu Glu Glu Ser Ser Phe Arg Lys Thr Phe Glu Asp Tyr Leu 
695 700 705 

His Asn Val Val Phe Val Pro Arg Lys Thr Ser Ser Gly Thr Gly Ala 
710 715 720 725 

Glu Asp Pro Arg Pro Ser Arg Lys Arg Arg Ser Leu Gly Asp Val Gly 
730 735 740 

Asn Val Thr Val Ala Val Pro Thr Val Ala Ala Phe Pro Asn Thr Ser 
745 750 755 

Ser Thr Ser Val Pro Thr Ser Pro Glu Glu His Arg Pro Phe Glu Lys 
760 765 770 



Val Val Asn Lys Glu Ser Leu Val He Ser Gly Leu Arg His Phe Thr 
775 780 785 

Gly TVr Arg He Glu Leu Gin Ala Cys Asn Gin Asp Thr Pro Glu Glu 
790 795 800 805 

Arg Cys Ser Val Ala Ala Tyr Val Ser Ala Arg Thr Met Pro Glu Ala 
810 815 820 

Lys Ala Asp Asp He Val Gly Pro Val Thr His Glu He Phe Glu Asn 
825 830 835 

Asn Val Val His Leu Met Trp Gin Glu Pro Lys Glu Pro Asn Gly Leu 
840 845 850 
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He Val Leu Tyr Glu Val Ser Tyr Arg Arg Tyr Gly Asp Glu Glu Leu 
855 860 865 

His Leu Cys Val Ser Arg Lys His Phe Ala Leu Glu Arg Gly Cys Arg 
870 875 880 885 

Leu Arg Gly Leu Ser Pro Gly Asn Tyr Ser Val Arg He Arg Ala Thr 
890 895 900 

Ser Leu Ala Gly Asn Gly Ser Trp Thr Glu Pro Thr Tyr Phe Tyr Val 
905 910 915 

Thr Asp Tyr Leu Asp Val Pro Ser Asn 
920 925 
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CHO-HIR 



1 1 — ■■ 1 


1 


1 







CHO-HIR 

( a) 

CHO-HIR 
( Psti ) 

CHO-HIR 
( Sspl ) 



I 

E 
E 



Arg735 
Arg885 
Asn926 
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[112] 



signal peptide 

rogtggrrgaaaapllvavaalllgaagHLYPGEVCPGMDIRNNLTRLHELENCSVIEGHL 

-27 1 



OII.LMFKTRPEDFRDLSFPKLIMITDYLLLFRVYGI.ESLKDLFPNLTVIRGSRI.PPWYAL 



VIFEMVHLKELGLYNLMNITRGSVRIEKNNELCYIiATIDWSRILDSVEDMHIVLNKDDNE 



ECGDICPGTAKGKTNCPATVINGQFVERCWTHSHCQKVCPTICKSHGCTAEGLCCHSECL 



GNCSQPDDPTKCVACRNFYLDGRCVETCPPPYYHFQDWRCVNFSFCQDIiHHKCKNSRRQG 



CHQYVIHNNKCIPECPSGYTMNSSNIiLCTPCLGPCPKVCHLLEGEKTIDSVTSAQELRGC 



TVINGSLIINIRGGNMLAAELEANLGLIEEISGYLKIRRSYALVSLSFFRKLRLIRGETL 



EIGMYSFYALDNQNLRQLWDWSKHNLTTTQGKLFFHYNPKLCLSEIHKMEEVSGTKGRQE 



RNDIALKTNGPKASCENELLKFSYIRTSFDKILLRWEPYWPPDFRDLLGFMLFYKEAPYQ 



NVTEFDGQDACGSNSWTWDIDPPLRSNDPKSQNHPGWLMRGLKPWTQYAIFVKTLVTFS 



DERRTYGAKSDIIYVQTDATNPSVPLDPISVSNSSSQIILKWKPPSDPNGNITHYLVFWE 



RQAEDSELFELDYCLKGLKLPSRTWSPPFESEDSQKHNQSEYEDSAGECCSCPKTDSQIL 



KELEESSPRKTFEDYLHNWFVPRKTSSGTGAEDPRPSRKRRslgdvgnvtvavptvaaf 



736 



pntsstsvptspeehrpfekwnkeslvisqlrhf tgyrielqacnadtpeercsvaayv 



sartmpeakaddivgpvtheif ennwhlrowqepkepnglivlyevsyrrygdeelhlcv 



Sspl 



srkhfalergcrlrglspgnysvriratslagngswteptyfyvtdyldvpsn iakHiiql 



pi i f vf 1 f swigs iyl f ll rkrqpdgplapl vas snoe vl sa sdvfpr-gi7yvpHowa-.ro ■,- 



ekitllrelgqgsfgmvyegnardiikgeaetrvavktvnesaslrerieflneasvmkg 
f tchhwr llgwskgqp 1 1 wmelmahgdlksyl rs Irpeaennpgrpppt Iqemiqma 
aeiadgmaylnakkf vhrdlaarncmvahdf tvkigdf gmt rdiye tdyyrkggkgl Ipv 
rwmapeslkdgvf ttssdmwsfgwlweitslaeqpyqglsneqvlkfvmdggyldqpdn 
cpervtdlmrmcwqfnpkmrptfleivnllkddlhpsfpevsffhseenkapeseeleme 

fedmenvpldrsshcqreeaggrdggsslgfkrsyeehipythmnggkkngriltlprsn 
ps 
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